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(54) [»i»0!>«ft] 24:«ti[tttt>o$x^ry?'«a«rt£:&J:C^eA«4rr«4Mil<^^ afctficsx^y^'^^ 

C57) CSilf^] 

^ty^r CD 5 ;^ V y 5^K:S!f urs!^fil:^j«:Wr * c <fc * 



C2) 

1 

icmm^ixm. (b) mzm^mtt^i''^.'^^ 
mm 1 {cgeis©*;^, 

Sft:«2CClBtfi©:^ffi. 10 

*fc«2K:i248©:«ri*. 

i»*]S 1 . 2 $ /c» 4 Kziatg©:^. 

(a) mmmis^immmt^im-riJM. 

(b) g[fem«K<!:^*M^*^^'f^';a''fX3-t+?, 20 
Xg. (c) y^-<-:rijif^:xiz^^mmhfc2mm 
K4MutMaf>>'^•i'®(c«ft43•B^^Xfi> (d) ^2* 

Calais] MutMf >Ai'®*l;^||S3|5r*4. 19 

7 * fc» 8 «:tB«©*^. 

1 1 } wkwmittMmmwikifimmiitic 

Tt^-s, i**^7A^e.9©i>Tn*Hcfa*g©:^. 

[ nmm. 1 3 ] 2*0H^KK*4*> 6 5 ;^ v y 5^ «:$tj 2 
;*^f[SB{=&^8t-r.5:^Sr*or. (a) 2*tR^ 
mk^vam^y^^i'm^mki^i'TM. (b) 2* 40 

«ii«K4iHiiR^*xe. ^-^nm. 

^^(,^2*^^l«S('&^Bt■r4:^r^*■c*or> (a) 2*11 
tSg{5l514=&MitMf>v<i»«K:«ft*3'a-*Xg. (b) 

K4[5iiR-rsxs. ^-^tsism, 

§6:4^9 1 3 £ 1 4 (ClBtB©:^. 
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1 3*>6 1 5©i,>-rn*>{ci2SE©:^. 

1 7 ] MLJtMd»>>''Ci^K*i3t^«c{c«*^i/-C(,» 

1 3*^6 1 6©(,>m36>«:ffiJ8©:trffi. 
[||«©^«ffl^^liii;9] 

[000 1] 

(^i3©s-r-s«?^^ffiF] MutM5'>/^•^^M* 

2 2|E^j|«Slc^ICD5;^v-^^«ia:&ffi*JJ:i:^s 
*wrsi^m©4feai:^S. afeiy£{cs;^-5'.^9^*wre2 

[0 00 2] 

[«e*©e^$i5] Aiiffiwjtsit. 5^v->g^*^, ife^ 

■rSd»>'<4'H-C*4[S-S Su et al., 3. Biol. Oie 
m. , 263 , 6S29-6835 (1988)]. iS^> MutS*flaC»yt 5 X 
V5,g^^j|Ui. jlfe¥-^»r&*ii3^3nt:c»4[M. Gotoh 
et al., Genet. Anal., 14 , 47-50 (1997)]. M 

©S^^-v^r^tC^f-rSIS^ia^St^CM. Gotoh et al., Ce 
net. Anal., 14, 47- SO (1997)]. J:r>X. iS&^^Si 

[0 00 3] —i3. izmmMM4tifr^>r> h 

3j>/\'i7®-C*'S[M. Cabrera et al . , J. Bacterid., 
170,5405-5407 (1988)]. C© J: h ^ 3 

>^S©^iW». :A:Ml[MutM»iDNA4>©Blfb$4ayi:ieS 

-C*-5>8-:i- + V yr^><*:'> h -»© 5 ;^'-iT%iS^ 
0. ^S^fi>Ct(iC^*}ntj:t)nXi.^i>m. L. Michael 
s et al . , Biochemistry, 31, 10964-10968 (1992)], 
[0004] 

i^M^fflt^-C. ja>*J:<SK4i©5:^-7^»5^±fc«^S 

f), mi<DtAitsi'>j^f'^'kmmLtc:^mxitmmxi> 
If c© J: ^ 5 ;^ V ^» 5^*wr 

[0005] *«W©iRF3e©!»««k LT, Muttlir 

>>'>-i'«(Cj;^ 5 XV 5^©S^tB;^*jfiJfflL./til^ 
#er:^4» J:i:F0NA^«§£!e9©fflSl]&^«iS«3 n-s. 

[0 006] 

wu/cciai). io©5xvs,^©;^^c6 

l'K*Jte^-r4Ci*MWUfc(EI2) . ifc. oiaSM 
ittS© 5 X V 5» 5^©*tt 6 r . 2:*««K©K-fl!|C!^K: 



C3) 

3 

[000 7 ] § 6«C. A»®MjtM^>-'A- 

■r ■£ DNA®»iai^£?f ^ c i *j Piter* s c i «:mai 

[0 00 8] C<DJ: ^^CMitMa» 

[0009] BP^. MutM^f Wti'^^fflt^fc 

^©^tt^-^tcKL. iOA^e^JCCli. (1) 2:$: 
i««K*©5^-7^.?^4«IHlt--5:^t?*-or> (a) 

(b) mmmmt^i'>^^^mt<Dm-^^ikm-r 

4Xe. i&^ty:^^, (2) MutM^f>/<i'K*s;*cli« 
**-c*s. ( 1 ) (ciB«©:&S. (3) «lfe2*«i 

{cisajsnrt^s. ( 1 ) <2 ) (ciais©:^. 

(4) MitMar>y<i'lt**3mf*K:te^LT(,»S*>*fc 

»3£^f*CCite^pJteK:SIS?4a-cc>4> ( 1 ) 30 
( 2 ) tclB4g©:^S> ( 5 ) M«l 2 3<s:a^K*i«lffl oj 

mssisiiri**. ( 1 ) . ( 2 ) $/c« (4 ) ccia 

IS©:Sr«6. (6) MutM*>^s^H**«imnIfi6K:«ia3 

( 1 ) (3 ) <Dt5-rn*HcfB*S(D:^. 
(7) «Si4i<D^S4«ia-r2.:^r*o-c. (a) 

J: 0«3sfJlS»%Jl«-r-5ie. (b) ^ 

(c) >'^-f:7'';^-^X^cJ:^5JK^iSl/A:22|s:^MK*Mll 

iM4»>-'<i'Wtc«fti!S-&5is. (d) ^2mmm 

■r^Xg. *$tf:ef^« (8) MjtM3'>/<i'S*iAll 
lia3t£-c*^.. (7) K:l3«©:&ffi. (9) 

{Cife^oJtefCll^Sn-Cl,**. (7) itcit (8) (CIB 

«©:«rffi. (10) MjtMi»>/<d'W*i3£}t(*K:ie^L 

(7 ) s/ct* ( 8 ) (cieig©:^^, (11) ^mm 
*fc»>»tM^*i«IWBlSI«:Sia3nri»^,. (7) . 
(8 ) (10) tCiBtE©:^jS. (12) MutM^i 
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( 9 ) ©i,»rn*>{cfais©:^rffi. (i 3 ) 2*^11^^ 
m^ip^ 5 5, 9^*^tf2^^^*^iitr4:&ffi-c 

*o-C. (a) 2:4:«l«?KWI4%MutM4f>-'<f««:S 

MS ii-'SXg. ( b ) 2:$i&mWm.m^hMjtM9 

d'ii<ta^f**}^is-rs2*iii^ffi{*iaiD?^4xg. * 

^ts:m. (14) 2*«S^WK*>e.5Xv.y5^?: 

^*fei»2:«f(eK'&^it-rs:^«-c*or, (a) 2 

( b ) 2MmW^mii^ 6 MitM^f W i 0 
t.>2*iS1SK*|5|iRt- SXg. (15) M 

utM5f >>'^•i'«*l;*J^l^S*-C*5> (13) ttc{t 

(14) fCiBiS©:^^. (16) 2 :^^K*^Dwm 

in*igrc*4. ( 1 3 ) jiPt. ( 1 5 ) ©ii-rti^ijcffitt 

©*;&> (17) MutMaf>-'^•^'eAi3m^*«:ite^L-c 
t » S *»3S fcB^^^^tClg^ pJfiBKSa $ (, > 2> . (1 
3 )*•?»( 1 6 ) ©l>-rn*>(CK«!M):^. KM-r*. 
[0 0 10] tj:*s. :*:^Bj{cfet>r r 5:^-7 -^/^j t 

T7=-> (A) . ifr:^>(.0, iyVi^y (C) , 5^ 
5> (T) (RNA©JS^»3:'i?5J^;l' (u) ) 
s-ffl©ifi«>!t*^iiE:sr^c«S*f (A/T$fc»c/c) -ciift 

(,»C<h*m-r. 3t:%igccfel>r ^%7,-7v=f-i {C«. 1 
-:>©5;^v5.^©*fj:6-r, lSIS©aiKl^/c5;^-7»y 

^i:S5;:^v^.5^. Ja:6c;f«:-tn6©ifi*^t)-s*«^3! 

[0 0 1 n *I6WK:*ji>-c r^j ifct. n^m 

[0 0 1 2] 2|c|6l3«:*jc»-c r:^j 

^{C». DNAteJ:0=RNA> 9^XkS.. cDNA, V^'ADNA, mRN 
[0013] *^HJ{CfcC>T r*fM«^J i«. 

^mmiLtwjii>mm (^s) %WTsci*sBit>ti* 

<!:isi-©gEK-c*«3. S^SSUffi©* 

ns,ft«©aeT-«:*jwa^g**iar*<s^{c*j(,»-r 
^s*«-r c i3!isat)ns,««©ae^^»femi^sit? 
* 0 . c ©ae^FtcMItv•r siis«©ae^^«*fjiseeK 

[0 0 1 4] *^?g{C*j(,»T \^7-n2Mm 
m\ t\i. |IKW{C«ffl»W%2^^-C*4*J. 1 
*fcti«ia© 5 5r ^4«-r c itc J: 0 

[0 0 15] 

[^W©*ift©jeS8] 2|E*W». IB-JC. MutM*>/^•^' 



5 

se-^r, 3*:^?g©:^«. (a) n^2mmm 

«:MutMi»>^N-i?®Kg^M3^4XS. (b) K 

[0016] :$^?«cD:^r^{*. h '»%$«f 5 ;^ V 
(c/A> CA. c/c) ©«ia{c#«:Sfji-c*«. 

[0017] 3tt^©7&aK:fflli6tl4 ^MutM3^>>'^•ii' 

2*iiisii«©5;^v^5^4S8aL^sK'3-e© 

©MutMj^-=tni^$>/N*i'm<tL/r«, gSS0q(Jl*J<l:O'0q 
cj2 [P.A. van der Kanp et al . , Proc. Natl. Acad.Sc 
i. USA, 93, 5197-5202 (1996)]^ •V'?;^Ogql [T.A. Ro 
senquist et al., Proc. Nat1. Acad. Sc1. USA, 94, 7 
42&-7434 (1997)]. I*--— 7X • V—^^ ^ (Thermu 
s thermophilus) MutM [T. Mikawa et al., Nucleic Ac 
Ids Res. 26, 903-910 (199©], T-^tFr/"*/:^ • -U" V 
Ti" (Arabidopsis thaliana) AtM*tt*iJ:yf AtM*2 
rr. Ohtsubo et al., Mol. Gen. Genet., 259, 577-590 
(199?)]. t hOqfO- [K. Aral et al . , Oncoqene, 14, 
2857-2861 (1997)]^*«»]6nr t,*2). S/c. 2*:8S^ 

[00 18] 23*^«Kct>©5Xw?^*aaiL 
5 5l®»). 3?^S©f >>''5i'»©r5 yKiB5>Jtt». lo 

xu. ^<©:^-aA5^i*a-c*-s. SPfiii^sw^ 

SSAiSiL/'r W.P. DengiJ.A. Nickoloff©:^ft [An 
al. Biochem., 200 , 81 (1992)]-t». K.L. Makamayai F. 
Eckste1n©^ffi [Nucleic Adids Res., 14 , 9679^-9698 
(1986)]. ^>5^A^S^A?*tb-C«. S*e«J%«ffi 
mi:^L'ftJ^M XLL-Red ^ (Strataqenett) 

S5T'5>;^ffi [3.-3. Diaz et al . , BioTechnique, 11, 2 
04-2ia (1991)]^3&J^e)tiri,>4. 

[0019] sjfc. MutM*w>*d'Stti'-»i'f ^3^>-s- 
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[0 02 0] MjtM5?>-'N'i^SW. ?^^©^^>>'^•i'W<!:L 

■c. *fc«iH»?Lf 

7^-. SSKr>*-'i»A»BI?S:«*^to-&fc4ito© 

[S. Boiteux et al., BKO 3., 6, 3177-3183 (19 

87)](Cj:i5iH»-r-5Ci*ipJ«M-C*.2.o ifi^jld' 

[0 02 1 ] **ajCC*jW S 2 :^mmmt L.-C«. 5 ;^ 
V 2, 5^4Wri*>S*>4«mi Lfclr^^M© 2 

2:4:aRNA, DNA/RNA©l>-mt?*-o'r*>J;l,^ 2:*:fflS^ 

'jy.x K*^«f^i'df--c*»«3*iyfcfc©*fflc>rfe± 

C^. 3:?c, sKU^^"- ifjStftStE (PCR) S^rifipiSn 
A:fc©*fflt,»t:fc<fcC>. 

[0022] *f6IB©:^K:*iW4«tfe23fE||l^iMu 
20 tM^>/^•d'Hi©^«^«. S^>>'^•^'g7!)l^SSI2*$ll^ 

tf. /<^»7T-©ifflfiS<!:L-r. 50 nW Hepes-KDH (pH 7. 
2), 100 ttW Ka , 1 nM EDTA, 1 DM DTTAJ^Cf 6*T.S. 

0«^tf25-C. Jgl£;ll#M«]^~lQ»gS-C?f^ 

[0 02 3] 2:*^«K*J^(SS-a'<bae-Cl3|!: 
30 a«K*^gl->ri,>Si^S3n.5JS^(C«. miiMicr 
oSpin S-300 HR (TVi'-cA :7r Ji'Vi'T -'^* 

[0024] tfi«l22|s:^6®tMutM3i>-'N-i?S<h©ie^ 

«T©J; 5 %*^ttiis*i#ii ens. 
[0025]® mk2:^imm^^n{^icm&. i/c 

t*. 5:t,>{ciK«itt*WT5!^®©-:^*1^i{'^. ffk©- 
50 ±(CffiK, *yt»f'+XF-5>5|©vhy -^i^yC^r:^!^ 
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r@^f SC;i*i-C#S [K. Bondeson et al., FEBS L 
etter, 423, 307-313 (1993)]. 

[0026]® mi2:f:mmi^»icm^. ttit 

SIS. M^«"s. 'f^fic*fi»m. Frrc^©^3tei^ lo 
ci3!>*-c*4. c©J:5&«^. ikmmtoxit, rtv 

ffi&9^teRi^^b^B«J>5:Slt85atcJ;0ii[^, S/c»:/iaf^ 30 
[0027]® Itm 2 :4:^^SI'&«im oJIKc^iSK b . 

^1^. FITC *fc(3:5;'=f=<^i^y^>^. 

|[gjS<b^«jK:j:5«^/j:i'*J^tf6n*. MutM*>>'^•d/ 
««i^aW&!»«^<b^&3R*taiIK: J: 0 jfiSS^^tc 
@5£fb-rSC<!:j!iS-C*-Sflfe. 9=->Syt«tfvftt?^a8 40 

-c*ti«T try h ut" h r t;5^>. ln/lt?*nK 

S3e<b«fe<>ffl«r>-sci*!r*4, 1ftm«*jJ:yfffli»6ti 
[0028]® w^zi^mm.'kii^moimf^m^iyx 
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>it-rsta{*«. f-x^©^(*{cite^3-i*fcr^nf -r 
>A^:7-nf--^>a&/M^rH«{b-r*S. «»©m 

[0029]® »1j^2:*:|S«K»mii-r. S/t. Mu 

•9--riiL«2*iMK**im-r«.c<!:*i-c#^. 

^■iF'^©3«>.'<i'W©H5e&iU-C» I. Chaiken6© 
-fSWi^Vf hin.Z> [Anal . Biochem. , 201, 197-210 (19 
92)]. 

[0 03 0] C©IS:^, mk2:^immtViiMA^:yf^^ 

Hi ©ws&*s^*Jtfem s s 2 *^^itJ«: 5 

iMutMif fSi ©WSi&iK^*5«lta 3 tltf . 
[0 0 3 1 ] *^a«©5XV5'^©^S:^ffi«. 5XV 

S5X-7 5r9^©S«:^S-rSC;<i;*sW«B-C*-5. 
[ 0 0 3 2 ] miWf >>'<i'e*fiJfflL- 

». -o©isfiiiL-c> aeT-«,m#©ssi*s^t)ns 

#4. *«ig©:^ri*«:*jci-c«. »*l«e^©t»«>3Ec-5 

[0 03 3] c©*im:^©MS«. fe(T©iin< 

n«. ^^M^K-^:©>'^'^::^';^<'-^xK:J:l!)■^f•p2*^s 
msi (5xv»yg^4w-r4^) -:^r. ant* 

miHC^mififJ:V)tl\,t. «f>*2*«|«K©*3&s^D. 
f-a2*ift^»^D/iC». /N'r:/';^^-<'X{cJ:»)0fiX 
3tifc2*0lMK{c*fL/. MutMf >y^•^'H*SStt^S^±/c 
MutM5r>-'-{d'H»5Xv-^?^*W^5'v.f-a2* 



(6) 



[0 0 34] BP^. *^W©t^lW:^S», ( a ) 

im*sj:i^inmmif:mm-rixm. (b) ^tsm^ 
»i*fBS«E»*'^'r:/•;^'^xs•^^ixs. <c) /^ 

S(cgfel[3l*-5.Xig. (d) m2:t:m^mip(0^fu 

!&^tf. 10 

[0 035] m^^p>ti^m'm.mt ur«. i^ccjiMti 

[0036] :*:^?g<D:&ffiK:*ji,>-C»> ISfi^^iSffM 

X3«*) , cntCiO. 2*:|lt^M*J&fi5531±a (2 
iS^Ki**2*ift«K©S^<!:!ii:»3. a«l«g?{cSE 
[0037] 2:«K^^©^:&?S i 

W. m« o.iM Naoa o.:m Hci^(cg^-r-S:^*i 

m (Tin) «±{cTn«J:t»36i. jilg:. 9rc®S*4flB«,>iE) 

[ 0 0 3 8 ] ^^ ^ :/ 'J ^^-f «ifjK©pH*4i14{cg5-r 

•5SB«CtT^C<b*S-C#4. mtf. 200S«*f©^ 
©ti^, 6xssGiS?S (sonw ^'x>K:^ h >J OJ>.(pH 7. 

2), 0.9MNaC1) «f>r. Wi¥imktitmW^^m'f:tl' 40 

s;;fc»i-^6*«©i^4jasij(c^j)nL/. -siaa* 

95*C{cJjnS«. 3O»-30i62^HSK©^M4*H:tlS$^K: 
:$^f(MK4^*T*tB-&K:W, MicroSpin S-300 HR*^ 

[0 039] *^?g©:^«:4jc>r». ^^c»-c. ^ 
iB5Xv-yg^©<*a:fr^t&^iH«t?*4. -eoa. 50 
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te2*i?«K<tMiitM$>Ai'Si©iig^*. frfe©«[t^ 

[0 040] *^HilR«:*jtfSAU x-2^a >»MiaiI^ 

[0 04 1] C©itell. i^-fXKliO^tSbA: 
[0 04 2] JlS^l^ii. MLltM*flJffll>/c. 23jSjJ| 

-y5=-«:^*^j:C^22t:tlHgK«r:»{8l-r<E.:SfftfcM-ra. 2f: 

#6l8©:^ra©lia«fclT©iB3< t?*>s. *-r. 'n.?-u2 

>'^•^'S». 2:4cill^®5S»ti©'^7=-P2*iK^iJ«:©i5' 
ife^r-SfcA. MiitM5'>>'<^«4g^31+/c2*«f(^K 

ite^i/Tt^S'^^p2*ii(^fci^mc@iix3n?>. s 
JptJc. 2:^:i*^KKf44'*^6MutM3»>>'^•5'M*^J:0'c*^ 

{J**2*iKSmi^ca. 

[0043] BP^. 2|s:^Bj© 5 ^ ^4gtr22f:|ftes 
»®»«:^t«K. (a) 2:t^^Stf4*MttM5r>^s 

i'SKSftis-ti'Sxs. (b) z^imMmm^ipt^Mjt 

[0 0 4 41—*. *:ffeW©5X%':>^«$3E!&l»2* 
Sll1^K©^iW^». (a) 2:4s^«ggm*MutM^ 

>>'^•^'®K:SW>3^^•^)XS. <b) T^fi^^^M-ifi 
[0045] ±ie©:^ffi{c*j(,»r . ^^stcjEo-cxg 

(a) teiCF (b) *«»@iNI'3iI-rc<ttcJ:t). fRSt 

[0 04 6] ctip>(oyjmit. «<?©ite^f a-x> 

i'CCWffl-e*^., 5XV2,^<S:$ty2*ift^SJ©^8ll* 
^12, 9iXiXliSM^M. (single nucleotide polymorp 
hisra: SNP) ©I5IlR©/c«i)tCfflC>SC<!:*i-C^a. ifi 

•CC><S>. 5;^v-^5^1^K©*?:li|fRt?^f5/c 
SNPftR^tCjSU-CC**. 5X-r?.?-«r^tf23p:i^(^K 

©^fst*ft». *fc. *4aeT-©**oi'ite^-*i' 



V 



u 

[0047] — 5 >^ V v 5^*^*^Cl^2*if(^Sf® 
CR)«:<!:rtiiIiiOfcDNA»rK-*i'Ci-^>i^-«:i'df-«:jf 10 

[0 04 8] ^:n6©^3•fi*^f^K:B. :a»fl«j«:«. m 

* TC-'-«5»7t— (KtaMTris-HaCpH 8.0), OfflUCDTA) 

[ 0 0 4 9 ] S/c. 3£}#1*K:@5E. i/t»H5£nIfi6{cS 

V h i''^^ ^ — ffl^J^i UTliv HiTrap NHS-activat 

— XibTttDynabeads M-450 Unooated S/cW M450-T 
osvlated (^^'^:^;^^t) . «ffi::^^X*>ftiS-b>-9-- 
©«^Hl*^=-<tOT«H2>f--^y:?' CMS (I^T=iTtt) 
l^;di^lf 6tl^. Dynabeads M-4S0 Uncoated (3:MutM^ 

WV:i1^^-ti>CtimU-C^i>, ^X.\t. HiTrap r«S-a 40 
ctivated©ti^. fflftt?*-?) Sepharose ©*;l/^+ix 

{fcSn-Ct**. liiM HCl ©i^&igt* pH ©^r«# 

-'<i'®©T5>'K<!:©raK:^5£«£T5 Kife^jJUJ^RgStl 

A: 5 «y ^^-^tSZlPimmS.. 3M d/T^i^>«K-C 
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[0 05 0] 

SttiJ^-rS**. :*:|6i«»Ti2IIMi«tc|RS3nS*>©-C» 

[005 1 ] I^PI 1 ]3jC3Ufi«-C». 5 XV5f 5^DNA 
iAHMMutJUlOi^^MttCCBlACOREttOr^ ^ -7^ -f - 

(B-<ltttjqaqcanqtqgtqttqq/fi^JS# : 1. BtttT:*- 
^>**L/> n«A> G> C S/t«-p&»-r) ilfjl.300 

Ru (1 mmnm/mt' (D<&i^&icm^-r^) mmt 

L//c42>-»J--5^ SA (BIAOOREtt) iC. 6XSSC(90iiM 
fx>K:^ h •J'5ACpH7.2X 0.9MB<fc:^h U-JA) * 
■CH 2 ©^fiR + rf 5? d7 U 9^ K ( ccaacaccacntgctcca 
ac/SS^m^: 2) *T-- 1/ ^i'L/c. C©ag-C. 

i(^i,2oo Ru©:t'J=^3?d7^3^?•^-3&lT^-';>^'UA:. 

^•:) ;rc 1 V zi^i>\y:^^ Y 490<xq/ml©SSB ( 1 

(c. mAootm>n's^htLvuxm:WLi>. &2:^ijf[:^';=f5; 

> vVy — t OTKC 1 7 r — ( SOmM Hepes-KOH 
CpH7.2), lOOmM KC1 , InM EDTA, InM DTT, 5llM Mga, ) 

[0052] *©item*0 1 Kjj^-r. A)«AiA. C * 
/c«G© 5 X-7 5=-*J<J:D«A/ltaM 2 *|j|{C>FfT4MutM© 

yt»T© 5 X V j:iyfG/cta» 2 *^{cjpr-r iMutM© 

;*BjS2:4^^«:*f-r-5MutMCDlii:f^ffl?:n^L-rc»S, @ 

PMhlfiUii^tXL. MutMtic/c. c/r*$J:ufT/c 
Ccc/AteJ;c;fA/c«:3*-r.5^l^*S^rStt*7j^L/c. cntc 
>1*L/-C. A/r. C/& G/C T/A<l:l<>o/c*B^22|s^^';rf 

[0 05 3] 0IJfipi|2]*3IJ6f<If{3:. :^|©aMutMfeDN 
A»ttiS^©ffiSiK:ffifflO/c. 5*©PCR Beads {TVS/ 
I" A ^T^Uvt/r >'>V*f'4'tt) «:S25pnol©2aS 
©PCR:/^-^-?— ( OTACTTGAA CAATTCCT GAATGAOCCATTTATC 
/BS^J#^ : 3 ; T«SB«EcoRI^D»rS|5fi. *J AOCGC 
CrOCAO CjOOCCrGACTCAATGaXAT/B5^J## : 4 ; Ti^SPlJP 

sti^lKSCfilc) ^mUh. :^S25ai(crj;^J:^»M7K« 
iJDAfc. C©^?R«:i6^:pf©:^^M«:!SSb. T^- 
y>i'jaffi55*C'C301f-/i';l'©PCRSlB*ffofc. c© 

sie;-c87ot&»*t©DNAWfM-3wetisn/t. sisa. 25/1 

1©TC''N'5»7r — (lOnMTris-WClCpHS.O), InM EDTA) * 
aJftlL. V-/4'aX t*>*5A (MicroSpIn S-400 HR 
TVS/* A 7ril/V>>T -'■«-^*f-4'1±) *fflC»-C*JS 
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[0054] HiTrap NHS-activated ^'^A(TV->i' A 
li, lOOMMCDMutMSgJKlfnl^Hffi^tU/Co :/P-;/=^>^ 

f^|S<DOPA/^ry y — CTV2^1- A :7r^l/V^'T 
f'^tt)43Ml. MfEP^EcoRl*io:x^^ h. Pstl4lO 

B#|fflSttvO. ^2?>EcoRliPstrC^LrfcCi/cl00nqC[> 
— pTrc99A (Tvixi^A yy)\^-7%yr 

K-^iMSb. :^l®BxLi-Biue«C2»AU/i:o a31l//ci7» 20 

[0 0 5 5 ] #ADNACpO^^A59!l*<DfPfiE«. V- 
^lyiyy^y^y-i^-- (CvS-ACCGCrCCGAACATGOGCGCTAAA 

yi2?»JS#: 5) )Kj30oJaSOiB3?iJ*jB«T-r€» 

[005 6] miMm3p^mMm^\t. Mutw^^s©* 

-;i/tt»tc<t^iaoaiCc«JffiL/c«. SI*6fi»l2<traaKD 

/Cp ai31Lfc3«c(DJf$SteJft»*©-^^^-©»ADNA 

[0 05 7 ] mMmAr^m^mr!\iX. ^imm>mf^^ 

V F (Br-tggtgqttqqaqcaqqtqqtqttqqq 

aaaa/i25U#^ : 6 . B-tqqtqqttqqaqcacqtqqtqttqqqaaa 
c^/IByiWr-^ : 7 . B-tqqtqqtt£|gaqcaccqtqqtgttqgQaaaa/ 
E^US-^ : 8 , B-tqqtgqttqqaqcacccqtqqtqttqqqaaaa/ 
iB^JS-^- : 9, &^i^At, B^tgqtggttqgaqc acccc qtqqtqtt 
qgaaaaa/E9tJ»# : 10. B»tf*^>*«L. Tl^SB 
«$XV :;^:&*-r) $^ 700RU H5EfbL/c-te>1f 

(fiB?«S# : 6 *J J: Of 7 CcSt L T « ttttcccaacaccacctg 
ctccaaccaccV iaW»# : 1 1 . iS?»iS# : SCCSStUT 50 



iRFBa2000-300 26 5 
14 

63!ttttcccaacaccaccctqctccaaccacca/ffi5yS-^ : 1 2 . 
BB5*J#^ : 9 ^StL/TJittttcccaacaccacccctqctccaacc 
acca/IB5>JS^ : 1 3. : 1 0 6c3tLT»ttttc 

ccaacaccac cccc tqctccaaccacca/|^J#-^ '14, 

^^^vV y--^Ka^^yV r—^{^tcO:>^. tliJL//c200 
r*«DMutM«:8lL. SSSfifi^ll <!:|5Hi{C&2*||i:tU=f^e' 

[0 05 8] ^<7>*ss*ia2{c^-ro ajK-r-55;^v^ 

[0 05 9] imM9ibW^mx\t. C/Q^y^^-j^ 
*5ct WJWOjRCCl&ffiSOO&iJ* AS nytDNA<fc A»gfMu 

Ltc^t^>it:t V Ziyi ^ \y:t^ (iB?lJ#-^: 7) 

I^ZOORia^fbL/c-fe^lf-^ :^ >^SAtC. ||SfeW4 
<bglfi|CD^fl^rffi^J«# : 1 1 , 12. 13 ^5CHi 1 
4«:T^-U>^1.. *SfiC«4<!:|Rl«<D:&&-CMutMD*S 

[0 06 0] *<D*Sm*03 CCin-To »A3tl/cC(Dtfc 

[0 06 1 ] mMme]:$immmT{t. nA$>^i^>i^tx 

>1f-^fflCi/Co '&^L/ifetr^^>{b:^^'J::f>?^U:t^ 
F (E^J»#: 6) i:m70(xmmitLfc'^>1f'-^v 

zfsAifC. mmm4tmm<D^vws^m^: 1 1. i 

2. 1 3*-5>m3:l 4*r^-y>i5^L. l|]teCT4<5:|a| 

[0 06 2] -e<7»fem*S4CC^-ro C(Di©^{C(i. if 
A3nSS»3&^ii>3:cl^«^ilS^fi»2«fi>-r'5«[6j3&^S6 

[0 06 3] 

*imK<b ^;^v-^^%$as&l^2*«a«K*^^l!tT'S 

[0064] *:^?3o:&;acc<fcn«. sejfec^Mits^v^'S 



(9) iHFgS2 00 0-3 00 2 6 5 

15 16 

{m^<Oi^M<D^lt /c«J*AtC<fc rjr^D ^ :^ V [0 06 5] 

SEQUENCE LISONG 
<aiO> Amersham Pharmacia Biotech K.K. 
<L2Q> Methods for mismatch detection in double stranded 

nucleic acids, detection of nucleic acids containing 

mutations and preparation of double stranded nucleic 

acids containing mismatches. 
<130> A2-0Q1 
<a40> 
<L41> 
<160> 14 
<210> 1 
<211> 20 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: an 

artificially synthesized olioqDnucleotide 

sequence 
<400> 1 

qttqqaqcan qtqqtqttqq 20 
<210> 2 
<211> 20 
<212> DNA 

<213> Artificial Sequence 
<22Q> 

<223> Description of Artificial Sequence: an 

artificially synthesized olioqonucleotide 

sequence 
<400> 2 

ccaacaccac ntqctccaac 20 
<210> 3 
<211> 33 
<212> DNA 

<213> Artificial Sequence 
<22Q> 

<223> Description of Artificial Sequence: an 

artificially synthesized primer sequence 
<400> 3 

qtaqttqaag aattcctqaa tqaqccattt ate 33 

<210> 4 
<211> 31 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: an 
artificially synthesized primer sequence 
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(10) 



1tga200 0-3 00 26 5 
18 



<400> 4 



agcqcctqca qcqqqqtqaq tqaatccqqa t 



31 



<210> 5 
<211> 24 
<212> DNA 

<213> Artificial Sequence 
<22Q> 

<223> Description of Artificial Sequence: an 

artificially synthesized primer sequence 
<400> 5 

accqqtccqa acatqqqcqq taaa 24 
<210> 6 
<211> 30 
<212> DNA 

<213> Artificial Sequence 
<22a> 

<223> Description of Artificial Sequence:an artificially 
syntehsized oligonucleotide sequence 

<40Q> 6 

tqqtqqttqq aqcaqqtqqt qttqqqaaaa 30 

<210> 7 
<211> 30 
<212> DNA 

<213> Artificial Sequence 
<22Q> 

<223> Description of Artificial Sequence:an artificially 

syntehsized oligonucleotide sequence 
<400> 7 

tqqtqqttqq agcacqtqqt qttqqqaaaa 30 
<210> 8 
<211> 31 
<212> DNA 

<213> Artificial Sequence 

<220> 

<223> Description of Artificial Sequence:an artificially 

syntehsized oligonucleotide sequence 
<400> 8 

txiqtqqttgq aqcaccqtqq tgttgqqaaa a 31 
<210> 9 
<211> 32 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: an artificially 

syntehsized oliqonucleotide sequence 
<400> 9 

tqqtqqttqq agcacccgtg qtqttgqqaa aa 32 
<2ia> 10 
<211> 33 
<212> DNA 



(11) 1*512 000-300265 

19 20 
<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence:an artificially 
syntehsized oligonucleotide sequence 

<400> 10 

tqqtqqttqq aqcaccccqt qqtqttqqga aaa 33 
<21Q> 11 
<211> 30 
<212> DMA 

<213> Artificial Sequence 

<220> 

<223> Description of Artificial Sequence:an artificially 

syntehsized oligonucleotide sequence 
<4oa> n 

ttttcccaac accacctgct ccaaccacca 30 
<210> 12 
<211> 31 
<212> DNA 

<213> Artificial Sequence 

<220> 

<223> Description of Artificial Sequence :an artificially 
syntehsized oligonucleotide sequence 

<400> 12 

ttttcccaac accaccctqc tccaaccacc a 31 
<210> 13 
<211> 32 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence:an artificially 

syntehsized oligonucleotide sequence 
<400> 13 

ttttcccaac accacccctg ctccaaccac ca 32 
<210> 14 
<211> 33 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequenceran artificially 

syntehsized oligonucleotide sequence 
<400> 14 

ttttcccaac accaccccct gctccaacca cca 33 

t'f'V(Dmn. *j«fcaf*<Dte*«:7S"rsr*4„ ^mt <fc5 5xv«y^*$tf2*«(*si^«tBii2*^:ty=f 

±^cS;&^n/cBe^WiHS{fcb/c:*-yrf5?d7U:t^ T *^tf2*:iK*4Ci»tB1*2;*:M:ti;::f5^^U:t^ KCC 
(Dia9»J*Jr^-y>^L/fciB^J%7nro S/t. mn^<0 n-t^m^. D)l*T<!:NK:J:4^;^v^;^*$tj2:*«S(* 

TnJ A. C Q */cttT<Z>^%Cirtl*>OiKS«r^ 50 Sli«tB«2*:fl|:t U =^3? U:*-^ FCCitt-'SilS^** 
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[02] a^-r5s«:-5.s3®5;^v5»^4*rsDNA 
5;^v-;9'*$Sifei>DNft (c/c) *sJ;iyf c/c s;^ 

•^•y^i: l~4oaeiLT^tfDNA (c/c, CC/CT, CCJC/CX: 
C, CCCC/CCOC) {C*f-r-5MutM©*S^4S-r. * 
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* O 3 ] C/C5 X V s, J; !>'>tfflI<DlIK»«S©oai» 
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(860) 



[193] 




acc 
c/coc 

G/CCCC 



60 100 150 200 2$0 
Kn(86C) 




F^--A(##) 4B024 AA20 CAOl 

4B063 Q^Ol Q<V13 QM7 Cft42 QQ52 

QR48 QR82 Q534 
4H045 AAIO BAIO CALL EASO 



